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~ Different Callular Mach~nlams Account for 
Ventrlcular Dllatatlon In Is©hamlc and IdlopMhl¢ 
Dllafod (DEM) Human Haart FMlura 
R,R, Kaprtolian, P.A, Po01o.Wll~on, N,J, Sovom, Cnrdiac Mad'/leine, Iml.~Orl~ll 
Co l I~  ~chool of MediOino t~t Ntfflon~ll Haart & L~ng /nMitllte, London. UK 
«',a«kg~ound; Contmvemy oxlst~ au to 1110 contnbutlon of tncma~o in myoayto 
10ngth and relative sllppsgo el myo(:yles iù 1oft vontrlcular (LV) «hnmber 
dlletat;on and wall th'nnlng In end.staga human ho~trt fatlum. A mochnniem 
pur01y Involvtng incr,.»a~o in coll I~nglh would potontlally pm~~n/e normal 
my~Yt¢~ topograplly amd pnrmlt rovoralblllty of ventrlculm dilalalion, 
Motho~/»; Ht.lmen LV mvoc~sr(fltlm lrom ¢ontml (n = 4) and a~planted 
ond.Mage lalltng hoeda et pnllants wlll~ isd~emi¢ hand disoa~o (n .  51 er 
DeM (n =, 8) wom compamd Confo(~al mi~ms¢epy el tran~veraoly ~e(;tionnd 
tlt~~tle immuno,labolad tor conno~(in4~ was tmed 1o idonlily intnmalnlod iscs 
and (~011 pmlilos Thu propertler~ et total myoayto pmliles wtlh idonlitisbla 
di~cs is invemely proportional Ig (:oll Iongth, and thus provided an indirekt 
mo~stlm e! eorm~pondlng teil Ionglh, Valtlos wale exp[ossod relative to eon- 
trat tissne, Coll Iongth wan cormlntod wlth corm~ponding ochocn,diographtc 
m~~~ummonts et LV di;lm~te¢ (LVEDD), 
Ro~tltf~: Thoro was a ~tgnllicnnt inctm1180 el 50% in «~ll length in DCM, 
nllhotlgh them wn~ ne change In the lang dimension in myocytn~ In the 
cerl"ospoflcllflg tl~l~llO fmm lschllemic dilatnt; haarte (3% incmaso in toll 
IonWh); Knlskall-WNlls Tost p - 0,01, Rogmn~qon ~nnly,~Is el the psifed d[Ita 
et coll Ionglh and eerre~ponding LVEDD sho,,tod n streng co~mlallon i0 tl~o 
cn'~e o! DeM, wlth a samplo mgront~ion coolhciont (~) el 023%, p = 0,00~, 
n =~ 11, Them wa,~ no slgnlltaanl co[rotation ~r the ischemic cnKliomyopatl~lc 
ti,~sue; r ~ 33,0, p ~ 0377 (ns), n = 8, 
Conclasiens: These rt'~sults indicnte thnl =1 high pmporhon el vontncula¢ 
dtlotatton to DeM aan be nccountod tor by ~ncfoasod myocyte Iongth wdh 
minimal cell ,~lippt~go, Ih~u, urn~L lschomtc hen=la tailum occurs wllh minimal 
chnngo.~ in myocyto length ~uggostlng myocyto slippago as the prodominnnt 
mochsntsm, 
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~ ~  T Phe110110 Mutation Shows The Cardlac Troponln 
Phenotyplc Hetemgenelty and Benl9n Prognosls 
R An~n, H ~hono, A Kis~nuki, S Anma, S, Nakno, H. Tanaka, Kago.~h~m.1 
UntvPmff~~, K,%q~«hima, J~ll~n 
P~ckgtound: Familiat hypomophic a~iomvop.~thy (FHC) can be caused by 
a materien in the ca~iac tmpontn T (cTnT) gene. Stx mutntions in the cTnT 
gene (lle79Asn, Arg92GIn, A~g;Clrp, Alal04Val, AGlu160, Inlron15Gt • A) 
wem characton~."ed by high incidence el sudden doath, Howevor, clinical 
chemctorislics and prognosis of the Pho 110110 mutation am not known. We 
studied 6 lnmitios with the Pho110110 mulation in the cTnT gong. 
Methods: Fo~ly-six probands (24 males, 22 10malos, moan age 58 ~ 17 
y=s) with FHC ware screoned ler mntations in the cTnT gene The PI~ol10Ue 
mlssenso mtaobon was lound in 6 probands, The 6 familios wem analyzed 
gonotientty and clinically. Accon:ling to classiticalion et Mamn et al., distn- 
bution o! Ioft venlricular hypertrophy was classilied into type I, II, lU and IV. 
Knplnn-Meiro stlrvival Curve was constructed and compared with these el 
othor mutations. 
Resutts: Sixteen (5 males, 11 femalos, mean age 48 ~ 17 yrs) wem 
affected with the Phe 1101le mutation. Distributions el hypertrophy wem type 
II in 4, type III in 6 (1 with Ioll ventnctdar outtlow obstruction), type IV in 3. 
and nonpenetrance in 3. The distributions et hypedrophy ~atied wiihin each 
tamily, and among lamilies, Disease related death was seen in 2 individuals. 
The product-limit sun.,ival curve showod a benign prognosis with a survival 
signiticantly langer than the reported malignant cTnT mutations (P. 0.01). 
Concktsions: The Phe 1101le mutation in the cTnT gene show9 phenotypic 
heterogeneity and benign prognosis. 
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~Aaaoc la t lon  Potymorphlsms Manganose of of 
Suporoxldo Dismutase and Plasma 
Platelet-actlvatln9 Factor Acotylhydrolaao Genas 
Wlth Genetlc Susceptlbiilty to Non-fomilla! Dllated 
Cardlomyopathy 
S, tchlhnrn, Y, Ynmedn, M, Yokotn, Nngoyn Unlvomify Sclmol of M~ß~no, 
Nngoya, Jnp.~n 
B~ckgtound. Allhough aovoml gene,~ er genetia I~1 Ihet ¢!m responsible 
for, er contor ~u~geplibility o, famitinl d0ntod ca(diomyog~thy (L3CM) i~~0 
boen idontifiod, geneti~ dafo¢ts that undedie non,familial DeM mn~in to 
be chara¢tewi;~ed, Mico !a¢king m~nganese sgperoNide dismg!a~ (MnSOD) 
exhtbit DCM, euggosting the1 impairment o! the Oefense mechenisms against 
the oxidativo stmss is an impoRanl suscoptibility factor tot DCM- 
&~th¢~: WO studiod 158 heatthy incllvlduals and 93 patients w11h nen. 
tamilial DCM The asso¢iation of atleles el the Ms,aD and plasma platelet. 
n~tivating fa¢tor (PAF) acotylhydmlaso genas w0h non.famitial DeM bas new 
booo ~~westig~ted. 
Re-.stgt~: The lmquonctos et 1hg mutant T artete 01 ltm MnSOD gene ip = 
0.041 ; odds !atia, 1,9) and the muten1 m allelo (d the plasn~ PAF acetvIhy.- 
dmlase gene (p = 0.006; odds rollO, 1 9) wem signdicantty highe~ in J,.N~nese 
tndividn~gS with non,tamllial DCM Ihan in hoallhy conlwls. Com~ned ~n~ 
type anstysl~ mvoaled th~t the associatlon Ot the MnSOD TY and plasma 
PAF acetylhydrolsso mm er Atm genotvpes w0h DeM was h~jhly s~jnmcant 
(p = 0 000~, odds fatio, 3.1) 
Conclùsion: The polymolphtsms o1 the MnSQD and plasn~ PAF acehll. 
hydrot~so gongs am assoclatod wlth non4amilùd OCM in J~~,aneso and 
that these polymorphlsms m~v contnbuto to gonet¢ suscept~~hty to ttus 
condiben. 
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J8-8~~ Mark« Acceleration Of Caldiac Endo,helin-1 (ET-l) 
Expmuion  la Involved In Myoca~la l  Gmwth in B ie  
14,6 Syrlan Cardlomyopathlc  Hamster 
T Inod~, H Fuliv~'~~'a, M. A(aki, ~'.~. "ranaka, K. Hasegawa, S Sasayama 
K~'oto Univon~~~, Japan 
Backg«ound: ET-1 ts a patent vcsoconsthctivo and gmwth-Womotmg peptKle 
nnd mny be involvnd in the dovelopment o! socondan/ca~liae hyperlrophy. 
Wo havo pmviously r~p,,d,-d that the plasma ET-1 levels in hypertro~hm 
cardlomyopathy p~tients with normal pulmonan/hypetlenslon am elovatod 
and closely associatod with myoofle diameter in endomyoaa~rahat I~opsy 
spocimons. This study was aimed 1o ludhor clanly a rote of ET-1 in pnmanf 
myocardiat diseaso. 
Methode W~ mvostigated the tissuo loyal at ET-t us|ag specdm enzyme 
hnked tmmnoson/ant assay (ELISA) in Bie 146 Synan hamsteL~ (Bie) In 
this ELISA. cross«oactivity with big ET-t was less lhan 01%. In aOdaton. 
wo oxaminod the effoct o1 chronie tmatment with o~1 ET-1 type A receptor 
antagenist, T0201 on myocardial growth in this animal mndel. 
Re~ults: ET-t lovuls in Ioll veatncles wero not incroased in 5 weok-old 
(wo) Bie comparod with control F 113 hamster (F 1B). Howevet, the Iovels wem 
1.8-leid higher (p. 0.05) in 20 wo Bie and 6.4-told highor (p - 0.0001) in 35 
wo Bie than in F1B. Immunohistochemistw demonst~tnd that the elevatod 
Iovels el ET-1 is Iocahzed Io cardiac myocytes. T0201 inhibitnd the increase 
o1 the heart weight tHW) in Bie (Bie + vehide: 502 ~ 17 mg, Bie + T02.01: 
424 + 8 mg, p .  O.05L However, T0201 did not affect HW mcrease in FtB. 
Myocytes diameter was signdicantly smaller inT020t-lreated Bie 116.5 ~ 1.3 
~=m) than in vehicle-treated Bie (19.1 ~ 2.0 ùm)(p < 0005) 
Conc/usion: Marked acceleration of cardiac ET-1 express~on may be 
involved in myocardial grov.'th in this animal modal. 
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L -SB~ De Isolated Myocytes From the Remodeled Rat 
Infarct Haart Demonstrate Dlmlnished Contractile 
Response? 
A.J.C. Pmhash, S. Gupta, R. John. S.G Pandian. I.S. Anand. VA Med~cal 
Center. Minneapolis. MN. USA 
We hav~ re~ently shown that unloaded cardiae myocytes. 1mm the reinere 
non-infarcted, hypocontractile regions oi remodeled rat hearts, contract nor- 
mally. Since Ioad Is an important determinant o! contractile response, we 
investigated the elfects of viscous Ioading on the contractile tunction (video 
edge detection) of 268 myocytes isolated lrom the remodeled myocardium el 
infarcled (MI) rat hear($, (n = 7, 6 weeks Post-MI) and compared them with 
288 cells trom age matched sham operated hearls (Sham; n = 7). Viscosity 
of the myocyte suspension buffer was varied by adding inert methyl cellulose 
[4 mM Ca2+; 1, 15, 200 & 300 centipoise (cp)]. Buffer pedused MI hearts had 
